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iOi To what dt* iheic rcgi/Df of s applv 
IU2 Definition* 

10.1 A*uif#nee*. 

»*.'* Srciion fcservis-d 
Ml 5 Scot mo re served. 

106 Section rt'Aervcd 
K)7 1RB member '■hip. 

HJH IRB funolion* and optr^uons 
MN IRS review of research. 

1 10 Expedited review pnxcJurts lor 
certain kjnd% ol research involving n<i 
more than minimal mk, and tor minor 
chanm us approved rc&CAKh. 

> I M Criteria fur JRB approval t . ( 
re ve arch . 

! * I* Review ft> mvmuttOA 
I U SuipcjiMon or icrmuu.M'i o! i K H 
approval of r^ c *uh. 

I 14 Cooper auve rcnea^h. 

■ i $ IMB records 

116 fiencMi require menu Jor mlormed 

const mi. 

1 17 Documentation of infi.rrsir.1 
convent 

1 IS Applications ami propnvih \ t u ktn^ 
definite plan* lor mvolvemeii uf human 
^ubjecii 

N9 Research undertaken without ihc 
mteniiim of involving human bulij*-.. tj,. 
i^0 h valuation and disposiu.vn of 
applications and proposals. 

U1 Investigational new dn g «r device 
30-day delay requtrrme m. 

J 22 Use of ledcrai funds 

123 Early termination of research 
funding, evaluation of suhaeqncnr 
appiiiMtionk and proposals . 

124 Conditions, 


Subpart »— Additional Protection* 
Pertaining to Research, 
Development, and Related 
Activities Involving Fetuses, 
Pregnant Women, and Human 
In Vitro Fertilization 


4r> ,?0i Applicability . 

4ft 202 Purpose 
4ft 20 J Definition*. 

46.704 Ethical Advisory Board*, 

4f > 2°5 Addition*! dune* of the insntuuunal 
Review Boards in connection with 


tfCf’t'tt'i involving /etwees, 

ii. or human m vitro fcrlilisaroR. 
4ft.20t‘ < ’rural Itimunon? 

-16.20/ Uiivijics dirreted inward pregnant 
women as subject* 

4ft 208 \ divides directed toward rViutei m 

utcr«> vuOtcclf 

46 30V ActivtKtr * directed toward fttusei m 
utcro, including nonviahle Ictusci, as 

fubjef is , 

* *0 Activities involving the dead fetus, 
fetal Tijtff.a;, or th* placenta. 

46 21 1 or waiver of specific 

rcquiirmeiH*. 


Siibparl A — Basic Hits Policy for 
Protection ©f Hunutn Research 

Subjects 

FR IJ4f, Wy 26, 19*1, 4 * PR 

iM, Much *, |9B.I. 


.Subpurl t ' — Additional Protections 
Pertaining to Biomedical and 
Behavioral Research Involving 
Prisoners as Subjects 

Sec 

46 301 Applicability 

46.302 Purpose. 

46. J03 OriimiittAft. 

4ft 304 ( umfHis.inm of tnitiomomd Review 

HturJv »iuic pnsoners arc involved 

4ft 305 A ild tt tonal thiiitk of the Insmudoiul 
Review idatds where prisoners are 
mvu! \ i*d 

4ft JOft I'Vt-mdrii kwv ides involving 
J‘TI u' .let A . 


Subpart !|) — Additional Protections 
for Children Involved as Subjects In 
Research 


!!’!!!! 1 ' wh *‘ 00 ,hir<< ^guUtions apply? 

*6.402 tv finiuoiu 

**>40.5 IRB dulm. 

Kesmivh not involving greater thru 
mimm] risk. 

•»v401 Rev*, eh involving greater than 
mrn.mai n,k l, U | presenting the prospect 
of tl.tf.-t benefit ,0 the mdividu.l subjects. 
'* involving greater than 

tninniui risk end no prospect of direct 
t>t:tici!l t,, individual subjects, but likely to 
)ir!o gcneralixahte knowledge about the 
subject’s -iisori.lt. r or condition. 

46.407 Kesea’ch not otherwise approvahle 
whitiv pifvuH uu ojaportuniiy ,0 
understand, prevent, or allesmte a seris>,„ 
problem «r«vting the health or welfare of 
children. 

Reyuiraise: ts for pcrntiswoti by 
parc-its cr RtuudauM and for assent by 
chiliju'is. 

+6 4*>J U’jh.Iv 


§ 46*301 To whm do 
regulations apply? 

fs) Except as }>rovided in 
paragraph (b) of this section, this 
subpan applies to all research 
involving human subjects conducted 
by the Department of Health and 
Human Services or funded in whole 
or in part by a Department grant, 
contract, cooperative agreement or 
fellowship. 

( 1) This includes research 
conducted by Department employees , 
except each Principal Operating 
Component head may adopt such 
nonsubstantive, procedural 
modifications as may be appropriate 
trom an administrative standpoint. 

(2) It also includes research 
conducted or funded by the 
Department of Health and Human 
Services outside the United States, 
but in appropriate circumstances, the 
Secretary may, under paragraph (e) of 
this section waive the applicability of 
some or all of the requirements of 
these regulations for research of this 
type. 

fb) Research activities in which the 
only involvement of human subjects 
will be in one or more of the 
following Categories are exempt from 
these regulations unless the research 
i:. covered by other subparts of this 
part 


Auifcorily: S U.S C 10 t.se. 474(3). K» 
•Sun is;: m 2 r s c :k9/-j(»h. 


( 1) Research conducted in 
established or commonly accepted 
educational settings , involving 
rtoiinal educational practices, such as 
0> research on regular and special 
education instructional strategies, or 
(ii) research on she effectiveness of or 
the comparison among instructional 
techniques, curricula, or classroom 
management methods. 

(2) Research involving the use of 
educational tests (cognitive, 
diagnostic, aptitude, achievement!, if 
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information taken from these sourer s 
is recorded in such a manner time 
subjects cannot be identified, direct!) 
or through identifiers linked to the 
subjects. 

(3) Research involving survey or 
titerview procedures, except where 
•'•'I *»' ‘he following conditions exist: 
it) responses are recorded in such a 
manner that the human subjects can 
be identified, directly or through 
identifiers linked to the subjects. <jj) 
tiie subject’s responses, if they 
tic. j me known outside the research. 
ioii.'i] reasonably place the subject at 
risk of criminal or civil liability or be 
damaging to the subject's financial 
standing or employability, and (iii) 
the research deals with sensitive 
aspects of the subject’s own behavior, 
so.h as illegal conduct, drug use. 

•»»?.« uaJ behavior, or use of alcohol. 

All research involving survey or 
interview procedures ts exempt, 

^' hout exception, when the 
respondents are elected or appointed 
public officials or candidates for 
public office. 

i4' Research involving the 
irsi nation (including observation by 
.i.ir:i. ipants) of public bchuv.nr. 

‘■' u <•'[’< where all of the following 
■unditions exist: (i) observations are 


Paste 5 


recorded m such a manner that the 
human subjects can be identified, 
oil ceil) or through identifiers baked 
to t ie subjects, (it) the observations 
recorded about the individual, if (bey 
bee. i. no known outside the research, 
con d reasonably place the subject at 
risk nt criminal or civil liability or he 
damaging to the subject’s financ.at 
standing or employability, ana ( ijj) 
o: search deals with sensitive 
‘•'f'csis oi the subject’s own behavior 
siicl, as illegal conduct, drug use. 
sevii.d behavior, or use of alcohol. 

O) Research involving the 
collection or study of existing data, 
documents, records, pathological 
' 1 1 . mens, or diagnostic specimens, 
il these sources are publicly available 
11 'be information is recorded by 
lL ‘ in such a manner th 4 ( 


subjects c irnut be ideutified. ihrecflv 
or uleriium linked u* {hr 

si'^jeeis. 

(6) l f nie>v jijM-tificaily required by 
sUaufr (ami exeepr to the extent 
specific m paragraph (i)), rcseiuoh 
and derru'nvtration projects which 
conducted by or subject to the 
approval oi the Department of 
Health and Human Services, ar.d 
which arc designe d to study, 
evaluate, or ■Mhciwisc examine: {[) 
programs under the Social Security 
Act, or oi her public benefit or 
service programs, (ii) procedures for 
obtaining benefits nr service** under 
those programs; (iii) possible changes 
in or aher natives to those programs 
or procedure;.;; ur (jy) possible 
change:?; in melhqcb or levels of 
payment tor benefits or services 
ifnder those programs. 

• c; Tl: * S.vrctjry has final 
authority to drienmne whether a 
partk-tihif .u nvity is c ovcrco by these 
rcguhnnn-s. 

uin ii! ' tv.'.uy mjy require (lint 
M'v .ific research activities or classes 
•! Olivines conducted or 
tunJed bv ;h c Department, but not 

o'iiiTwise k'nu'i'ivj h\ these 
tegulations. comply some or all 
oi these iv^uhniom, 

p:» The Secretary may also waive 
tpplkaoi! .(•, ti icst . regulations i,j 
specific rtiseiwch activities or classes 
of research -kiiviucs, otherwise 
co\ cied b> these regulations. Notices 
o< i he sc .ie:to-.» will be published in 
:h< " F, ’ Jl ,id R ' inter as ij, e y occur. 

(I) No « ri.ii . dual nt.iv receive 
Department funding for research 
covered bv these tegiilations unless 
ilie irulividu.il jj afllliuted with or 
spoasoreu ny ju instiiution which 
assumes res gonsibdity f t)l the 
research inuie- an ij.surancc itahxfyim.* 

Me require ments oi litis pari, or ihe 
‘•idividual makes other arrangements 
the i h*p ninicm, 

H'J t UIi,p{ i.ieci: wuh these 
u-gulaiinu. w s if in «,» vs av render 
iiuppIfL-dhlc jkiiip.ym federal, mice, 
ur ^ocal I it '.vs oi rt'i'iil.tsions. 


(h) Each subpan of these 
regulations contains a separate 
section describing to what the subpan 
ipplics, Research which is covered 
by more than one subpen shall 
comply with ail applicable subparts. 

(i) It. following review of 
proposed research activities that are 
exempt from these regulations under 
paragraph (b)<6), the Secretary 
determines that a research or 
demonstration project presents a 
danger to the physical, mental, or 
emotional well-being of a participant 
or subject o( the research or 
demonstration project, then federal 
funds may not t* expended for such 
a project without the written, 
informed consent of each participant 
or subject. 


ft ‘16.102 Definitions. 

_ (;i> "Secretary " means the 
Si’i retaty of Health and Human 
-Services and any other officer or 
employee o» the Department of 
Health and Human Services to whom 
authority has been delegated, 

(b) "Department " or “HHS" 
means the Deaaruaent of Health and 
Human Services. 

(cl Institution" means any public 
or private entity o, agency (including 
federal, stare, and other agencies). 

(d) "Legally authorized 
representative nu cuts an individual 
or judicial or other body authorized 
under applicable law to consent on 
hehail of a prospective subject to the 
subject’s participation in the 
procedures) involved in the research 
<a “Research" means a 
systematic investigation designed to 
develop or contribute to generaiizable 
know ledge. Activities which meet 
this definition constitute "research" 
for puipo-.es o I these regulations, 
whether or not they are supported or 
tumkd under a program which is 
considered research for other 
purposes, for example, some 
"demonstration" and “service" 
prog tains may include research 
activities. 
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if) "Human subject'* means a 
living individual about whom an 
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' mvWigator (whether pa; Sessional or 
.student) conducting research obtains 
i 1) data through intervention or 
interaction with the individual, or (2) 
idem if tabic private informal ion. 

* “Intervention V includes both 
physical procedures by which data are 
gathered I for example, venipuncture) 
*stuf manipulations of the subject or 
the subject's environment that are 
performed for research purposes. 
‘‘Interaction! 1 ' includes 
communication or interpersonal 
contact between investigator and 
subject. ‘‘Private infbrmation^ 
includes information about behavior 
[hat occurs in a context in which an 
individual can reasonably expect that 
no observation or recording is taking 
place, and information winch has 
been provided lor specific purposes 
fw an individual and whid; the 
mJivjJuai can reasonably ex pet t ivtil 
not he made public (for example, a 
uied ica* record). Private information 
must he individually identifiable 
u e., the identity of the subject is .,r 
mas readily be ascertained by the 
lU'CMigauw oj associated won the 
mlornution) in order for obtaining 
die information to constitute research 
involving human subjects. 

(&) ““Minimal risk\*mi\ms that the 
nsks ot' harm anticipated in the 
proposed research are not greater 
considering probability and 
magnitude, than those ordinarily 
encountered in daily life or during the 
performance of routine physical o: 
psychological examinations or tests. 

fh) ■•Certification 1 ,’ means the 
vthcial notification by the institution 
;o the Department in accordance with 
the requirements of this part (hui a 
research project or activity involving 
iiuman subjects has be cn reviewed 
and approved by the Institutional 
Review- Board (3RD) in accordance 
with the approved assurance on hie ai 
HHS. (Certification is required when 
die research is funded by the 
Department and not otherwise exempt 
in accordance with § 46.101(b)). 


§ 4m - i * $ Assurances* 

(a) Fach in titurion engaged in 
rescJKh Mivctvd by these regulations 
shall proMiie written ;ismi ranee 
satisfactory to the Secretaiy that it 
wih comply -Mill the requirements set 
foiih m re sc regulations 
(hf The Department will conduct or 
lumi research covered by these 
regulations only if the institution has 
an assurance approved as provided in 
this sceiion, ..nd only if the institution 
has c c i Jit ted t * the Secretary that the 
resea u.h has been reviewed and 
approved h) an iRB provided for in 
(he assurance, and will he subject to 
^continuing, review by the IRB. This 
assurance .shall at n minimum include: 
(1) A statement of principles 
governing die institution in the 
disch.tige ot io# responsibilities for 
prote-cimj* the rights and welfare of 
human subjects of research conducted 
at or sponsored by the institution, 
regardless i*f source of funding. This 
uuv include an appropriate existing 
code, declaration, or statement of 
ethical principles, or a s la umeitt 
formulated In die institution itself, 
lius requiicim n Joes not preempt 
provisions ni these regulations 
applicable n> Depart mem funded 
research .imi is not applicable to any 
research ,n .m exempt category listed 
■n § -If* 102 

(J) Designation of one or more 
IRB.s established in accordance with 
the requirements of ilus subpjrt, and 
hu piovi-.iiuis are made for 

meeting space .<nd sufficient staff to 
suppou the IRB's review and 
rccorukeep ne Julies. 

(■k! A iiM of rhe IRB members 
identified by name, earned degrees; 
repress man vc capacity; indications of 
expeii . hm* sue *i as board 
certii icj lions , licenses, etc., 
sufficient to describe each member's 
cinef anticipated contributions to IRB 
del i he ra; :■:)[!>, ami any employment or 
Oiher r Millions hip between each 
me in hr r and the institution; for 
example; rull-fime employee, part* 
imic employee, member of governing 
panel or hoard. stockholder, paid or 


unpaid consultant. Changes in IRB 
membership shall be reported to ihc 
Secretary. J 

(4) Written procedures which the 
IRB will follow (i) for conducting its 
imhal and continuing review of 
research and for reporting its findings 
and actions to the investigator and the 
institution; iij) for determining which 
projects require review more often 
than annually and which projects 
need verification trorn sources other 
than die investigators that no material 
changes have occurred since previous 
IRB review; (iii) for insuring prompt 
reporting to the IRB of proposed 
changes in a research activity, and for 
insuring that changes in approved 
research, during the period for which 
IRB approval has already beers given, 
may not be initiated without IRB 
ievicw and approval except where 
necessary to eliminate apparent 
immediate* hazards to the subject; and 
Uv) for insuring prompt reporting to 
the IRB and to the Secretary 1 of 
unanticipated problems involving 
nsD to subjects or others. 

(c) fhe assurance shall be executed J 
by an individual authorized to act for * 
tne institution and to assume on 

■a half of the institution the 
obligations imposed by these 
regulations, and shall be filed in such 
form and manner as the Secretary 
may p .'escribe. 

(d) The Secretary will evaluate ail 
assurances submit ted in accordance 
with these regulations through such 
officers and employees of she 
Department and such experts or 
consultants engaged for this purpose 
as the Secretary determines to be 
appropriate. The Secretary’s 
evaluation, v/iil take into 
consideration the adequacy of the 
proposed IRB in fight of the 
anticipated scope of the institution's 
research activities and the types of 
subject populations likely to be 

1 Rcporii should he filed with iht Office 
(m Ptot ecu on from Research Risk*, K*uw&t 
Dilutes «f Hcslta. Department of Health 
Human Scrviiei, Bethcte*. MiryJaod 
20205 4fe. 
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involved, the appropriateness of the 
, proposed initial and continuing 
review procedures in light of the 
probable risks, and the sue ami 
complexity of the institution. 

(e) On the basis of this evaluation, 
die Secretary may approve or 
disapprove the assurance, or enter 
m;o negotiations u> develop an 
.improvable one. The Secretary may 
hrnit the period during which any 
particular approved assurance or class 
of approved assurances shall remain 
effective or otherwise condition or 
restrict approval, 

ffj Within 60 days after the date of 
submission to HMS of an application 
or proposal, an institution with an 
approved assurance covering the 
otoposed research shall cert sty that 
'he application or proposal has been 
reviewed and approved by f he IRB. 
Other institutions shall ceriny that the 
application or proposal nas r>ecn 
approved by the IRB wuhn .U> days 
ai'er receipt of j request fut such a 
tO'iif icalion trom the Department. is 
•he certification is nor Mibrt lieu 
wittun these time Innas, the 
application or proposal may be 
returned to the institution, 

J4h.f04 (Reserved) 

4 4 h . 1 05 ( Reserved ] 

4 46,106 (Reserved] 

{ 46.307 IRU membership. 

vai Each. !RB shall have at least 
five members, with varying 
backgrounds to promote complete and 
.dt'.juiac i fvievv of research activities 
commonly conducted by the 
oo.ntiMion. The IRB shall be 
.efficiently qualified Uurouc'i ibe 
experience and expmiswt of its 
numbers, ami the diversify of the 
.ite. :u>er** background! iacludi/^ 
consideration of the racial ami 
tulairal backgrounds of memi^ers and 
'.cn>iMvif,y \ v such issues as 
u 1 omumty attitudes, to promote 
roped Jot us advice and counsel in 

guarding the rights and welfare of 
n aman subjects, In addition to 


pov“*s.ur g the professional 
i;on;|-ct?ncc necessary to review 
spec he research activities, the IRB 
shall be to ascertain the 
acceptubbity of proposed research in 
terms ol 'nvmutional commitments 
and leculatuins. applicable law, And 
.standards of professional conduct and 
practice. The SRB shall therefore 
include persons knowledgeable in 
these aevus. Ill an IRB rcgiihuly 
rcvic-v-: research that involves a 
vuinci jrde i ale gory of subjects, 
inciming but not limited to subjects 
covered by other subparts of this pan, 
the IRB snail nclude one or more 
individials who arc primarily 
concerned with the welfare of these 
subjects. 

(b) No IK 8 rr*|Y consist entirely of 
men or entirely of women, or emitdy 
of member oi one profession. 

(c) fiacii IKB shall include u least 
one men.twr whose primary concerns 
.Arc in noiiaciraijfic areas, for 
exanu-u: luwyos, cihrciM*. members 
ot the cl/ryv. 

iil) lie h IRB shall me lucre at least 
one member who h not otherwise 
affiliated with the institution ami who 
iv not p in of tlse immediate family ot 
» person who is alrilutcd with the 
institution. 

(t 1 . 1 No tKB may have a member 
P triicjp.iuhg in the 1UB\ initial or 
continuing review of any project m 
whu.h 'he member has a conflicting 
in tercet, except to provide 
infotnui.on itVju.'sied by the IRB. 

it) An iKB mi), in us discretion, 
invite municuas with competence in 
special area* to ismsi m the tvicw of 
complex o.s-jjs which require 
expertise ttewn: m m ;iJdi:!o:i to that 
;o ailabl .• oa ihe Bv B . f'hcac 
individuals : .as cot vote will* the 
IRB. 

i 46.20ft J KB functions arid 
opera! ions. 

In s>i ^ * i to lull iU the rcqu’icnicfds 
ot these -ecuiafionv e.tch IRB shall: 

t D Ivih ‘v written procedures as 
provided m 'i 4b 


(b) Except when an expedited 
review procedure is used (see 
§ 46. 1 10), review proposed research 
Ml cun vened meetings a! which a 
majority of the members of the IRB 
are present, including at least one 
member whose primary concerns are 
in nonscientific areas. In order for the 
research to be approved, it shall 
receive the approval of a majority of 
those members present at the 
meeting. 

(ci Be responsible for reporting to 
die appropriate institutional officials 
and the Secretary 1 any serious or 
continuing noncompliancc by 
investigators with the requirements 
md determinations of the SRB, 

§ 46.139 IRB review of research, 

(a) An IRB shall review and have 
authority to approve, require 
modifications tn (to secure approval), 
or disapprove afi research activities 
covered by these regulations. 

ib) a n IRB shall require dial 
information gives to subjects a* purl 
ot informed consent is in accordance 
with $ 46.116. The IRB may require 
that mfonnatiim, in addition to that 
specifically mentioned in § 46. H6, 
be given to the subjects when in the 
iRB 's judgment the information 
would meaningfully add to the 
protection uf the rights and welfare of 
subjects. 

u\) An fRB shall require 
documentation of informed consent or 
may waive documentation in 
accordance with § 46.117, 

^d) An IRB shall notify 
in vczUfyitarv amd the institution in / 
writing >f us decision to approve or 
disapprove die projxiscd research 
activity, or of mmlifications required 
to M^-urc fRB approval of the 
k search activity. If the IRB decides 
to disapprove a research activity, it 
shall include tn-it« written notification 

' i<cp'.>r-:y should Ik MeJ wuti the Office 
for I‘f (r«:tcn ftcvcurch Si ski. Manorial 

iuMUutev of H<a ! ;h, Dcpjrrmrnt of Health 
a«*i Human .Services, fltthe^iu, Maryldnd 
:o: ts 
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a statement of the reason* tor its 
4i«Ji|ii,on and give the investigator an 
opportunity to respond in person or in 
writing. 

(c) An IRB shall conduct 
continuing review of research covered 
hy these regulations at intervals 
appropriate to the degree of risk, but 
not less than once per year, and shall 
have authority to observe ,»r have a 
third puny observe the consent 
process and the research. 

{•■16.110 Expedited review 
procedures for certain kinds of 
research involving no more than 
minimal risk. .and fo 
c AQPZW §$tfoPJd 
•a) The Secretary has established, 

jnJ PKlhlkhml in th#> 


propo^ils which have been appioved 
unaer ibe pUHxdurc. 

(d) The Sccreurv may restrict 
suspend, or terminate an institution 's 
or IRB \ use of the expedited review 
procedure when necessary to protect 
the niu’fs or wellatj ot subjects. 

§4h.| H Ollerii* for IRB 
approval of research. 

(a) In order to approve -^search 
covered ay rnt^e reiuBncions the IRB 
shall determine that all of the 
following rc4|uux:mcnu are satisfied; 


(5) informed will be 
appropriately dwuraeaacd, in 
accordance will:, and lo the extent 
required by § 46.1 17 . 

(6) Where appropriate, tile research 
plan makes adequate provision for 
monitoring the data collected to 
insure the safety of subjects. 

(7) Where appropriate, there afp 
adequate provisions to protect the 
privacy of subjects and to maintain 
the confidentiality of data. 

(b) Where some or all of the 
subjects are likely to be vulnerable to 


( I ) Risks to subjects arc 




,min 


nunimued: ii) By usi 


cn 


persons with acute or severe physical 
5RO01 SOQdt 6H&0&O 69 persons who are 

research design and which do not economically ot educationally 

UiinCCCNSanlv CXOnst «Utht*»rfc r.y rick disadvantaged, appropriate additional 


•e 2001/03/01 , :;QIAt 


■I '4?>V 


,,jf (.i|j rZi: ;.,. .. 6 
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§ 46.314 Cooperative research. 

Cooperative research projects are 
■ those 1 projects, normally supported 
through grams, contracts, or similar 
arrangements, which involve 
institutions in addition to the grantee 
or prime contractor (such as a 
contractor with the grantee, or a 
subcontractor with the prune 
contractor). In such instances, the 
grantee or prime contractor remains 
responsible to the Department lor 
safeguarding (he rights and welfare 0 f 
human subjects. Also, when 
cooperating institutions conduct some 
or ail ol I he research involving some 
or all of these subjects, each 
cooperating institution shall comply 
wnh these regulations as though it 
received funds for its participation in 
the project directly from the 
Department, except (hat in complying 
w ith these regulations institutions 
m.<> use joint review, reliurcc upon 
t:w review of another qualified IRH, 
or similar arrangements aimed at 
avoidance of duplication of effort. 


(4) Copies of all correspondence 

between the IRH ;in( j ,j le 
invesiijMi rs 

i5) A list os IRB members ns 
required tu $ *0 ( h ;( 4 > 

(6> Wi-cni procedures for tl.e IRI> 
as icq u red by § 46. l().$ch)(.|). 

{ ■! Mutt: mints of significant new 
findings provided to subjects, .k 
required by S 46 1 16(b)(5). 

<b) Flic records required bv this 
regulation shall he retained for M 

,i ' a ' 1 3 aUc «' completion of the 
research, and the records shall be 
a. r, ..stbh. toi inspection and copying 
by authorised representatives of the 
Department at reasonable times and 
tn a reasonable manner, 
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2 ' 46 . 1(5 SUB records/ 
i a) An institution, or where 
appropriate an IRB. shall prepare and 
maintain adequate documentation of 
IkB activities, including the 
hil lowing: 

\ S) Copies of all research proposals 
reviewed, scientific evaluations, if 
a-ny. that accompany the proposals, 
approved sample consent documents, 
progress repons submitted by 
mvtstigators, and reports of injuries 
to subjects. 

( *-) Minutes of 1RD meetings which 
1 be in sufficient detail to show 
attendance a * die meetings; actions 
taki n by the IRB; the vote on these 
actions including the number of 
members voting for, against, and 
abstaining; the basis tor requiring 
changes in or disapproving research; 
and a written summary of the 
discussion of controverted issues and 
dunr resolution. 

(J) Records of continuing review 
:kU vines. 


§ tS6 .General ’requirement# 

; Tor Informed cupfeiil;/’' 

Lxcept as provided elsewhere in 
this or other subparts, no investigator 
involve a human being ns a 
subject :n research covered by these 
regulations unless the investigator has 
obtained the legally effective' 
inlormcd consent ol the subject or the 
subject's legally authorized 
representative. An investigator shall 
seek such to risen i only under 
circumstances that provide the 
prospective subject or the 
representative suilicient opportunity 
to consider whether or not to 
participate and that minimize the 
possibility of coercion or undue 
influence The information that is 
given to :he subject or the 
represent t.ivc shall be in language 

understandable to fric .subject or the 
representative. ; Ni> informed consent, 
whether viral or written, may include’ 
any exculpatory language through 
winch the subject or the 
representative is made to waive nr 
appear t». waive any of tile subject's 
tyal lighi <>i releases or appears to 
release the .nvcMigator, the sponsor. 

»fu- institution or its agents tiom 
liability tor negligence. 

i a) Basic elements of informed 
consent, hxccpt as provided in 
paragraph re) nr id) of this section, in 


seeking informed consent the 
following information shall be 
, P rov ic!e<i to each subject: 

’ fl> A statement that the study 
involves research. an explanation of 
, he P Uf P° scs of the research and the 
, expected duration of the subject's 
. P ar,,c, patior>. » description of the 
; P rocc< l ures to be followed, and 

* ‘dentil ication of any procedures 
i ( which are experimental; 

6 (2) A description of any reasonably 

J r,> ‘ c5ccab,c ris) -* or discomforts to the 
4 subject; 

; (3) A Ascription of any benefits to 

; the object or to others which may 
reasonably be expected from the 
i research; 

(4) A disclosure of appropriate 

• alternative procedures or courses of 
moment, if any, that might be 
advantageous to the subject; 

(5) A statement describing the 
extern, if any, i 0 which 
confidentiality of records identifying 
the subject will be maintained; 

l6) 1 er ^re-arch involving rnore 
,ha " an explanation as 

to whether any compensation and an i> 
explanation as to whether any 
medteat treatments arc available if 
uijury occurs and, if so , what they 


consist of, or where further 
in.’ormation nay he obtained; 

(?) An explanation of whom to 
contact for answers to pertinent 
questions about the research and 
research subjects’ rights, and whom 

lo C,,n,ac > event of a research- 
rtlatcd injury to the subject; and 

. <«) A statement that participation is 

yo untary , refusal to participate will 
involve no penalty or loss of benefits 

lo wh,cl > subject is otherwise 
entitled, and the subject may 
; discontinue participation at any time 
without penalty or loss of benefits to 
..which the subject is otherwise 
emiiled. 

( } >) Additional .elements of 
,nfo,mcd cwns ent. When appropriate 
one or more of the following dementi 

of "itormatiort shall also he provided 
cnefi subject: 
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.. (!) A statement that the particular 

» treatment or procedure may involve 
' ■ } risks' to the subject (or to the embryo 
ior fetus, if the subject is or may 
become pregnant) which are curremlv 
ronforeseeable; 

“• (2) Anticipated circumstances 
i under which the subject's 

♦ participation may be terminated by 

[ f.te investigator without regard to the 
< subject's consent; 

( (3) Any additional costs to the 
■.subject that may result front 
^participation in the research; 

# (4) The consequences of a 
^subject's decision to withdraw from 
ythc research and procedures for 
jorderly termination of participation 
“by the subject; 

i. <$) A statement that significant 
: new findings developed during the 
, course of the research which may 
; relate to the subject's willingness to 
ontinue participation will be 
? provided to the subject; and 
_/ The approximate number of 
“subjects involved in the study. 

tc! An IRB vt: a corucai 

• pnjcetJuto doc&atickicdijde; or 

which *hw3u;*on» or allof.the, 
efeascott.q/ informed consent set 
for.h above, or waive the requirement 
'■u obtain informed consent provided 
d.e IRB tinds and documents that: 

(1) The research or demonstration 
project is to be conducted by or 
suojcct to the approval of state or 
U'al government officials and is 
designed to study, evaluate, or 
otherwise examine: (i) programs 
under the Social Security Act, or 
otaer public benefit Of service 
programs; (ii) procedures for 
obtaining benefits or services under 
duse programs; (iii) possible changes 
in or alternatives to those programs 
or procedures; or (iv) possible 
changes in methods or levels of 
payment for benefits or sendees under 
those programs; and 
(2) The research could not 
practicably be carried out without the 
waiver or alteration. 

(dj An IRB may approve a consent 
procedure which does tmt include, or 


which alter*, write or all of the 
dements oi informed consent set 
forth nk; vc, or waive (he 
requirements to obtain informed 
consent piovided the IRB finds and 
documents that; 

(1) The research involves no mure 
than minimal ns) to the subjects; 

(2) The wauer or alteration will 
not adversely affect the rights and 
welfare of the subjects, 

(3) I he tr search could not 
practicably be carried out without the 
waiver oi alteration; and 

(4) Whenever appropiiarc, the 
subjects iv.li be provided with 
additional pcnincnt information after 
participation 

(e) Tin: informed consent 
requirements in these regulations are 
not intended to preempt any 
applicable federal, state, or local laws 
winch require additional information 
to be disclosed in order for informed 
consent to In- legally effective. 

(0 Nothing tn these regulations is 
intended to limit the authority of a 
rdiysic.an to provide emergency 
medical care, to the extent die 
physician is permitted to do so under 
applicable federal, state, or local law. 

§ 46.117 (Documentation of : 
informed! consent. 

(at Lxccpt ,is provided in 
paragraph tc) of this section, 
informed consent shall be 
documented by the use of a written 
consent loim approved by the IRB 
and signed by the subject or the 
subject \ legally authorized 
representative A copy shall be given 
to the person signing the form. 

(b) 1: Vi . pt as provided in 
paragraph <c) this section, the 
consent form may be cither o! the 
followin'. 

• I ) / v '*■ r a 1 1 * n con s cn t d ( k u i i i l* i h 

emrKHfic* the clemency of 

ton sen £ required bv 
3 46. ! 16 This form may he read to 
the subject or ihc subject's legally 
autho nred r«:prc tentative , hut in any 
t vem, die investigator .shall give 
cithet tiie subject or ine representative 


edequate opportunity to read it before 
it is signed, or 

(2) A "short form" written 
consent document suting that the 
elements of informed consent 
required by § 46.116 have been 
presented orally to the subject or the 
subject's legally authorized 
representative. When this method is 
used, there shall be • witness to the 
ora! presentation. Also, the IRB shall 
approve « written summary of what is 
to be said to the subject or the 
representative. Only the short form 
itself is to be signed by the subject or 
the representative. However, the 
witness shall sign both the short form 
and a copy of the '"tmrrury, and die 
person actually ocmining consent 
shali sign a copy of die summary. A 
copy of the summary shali be given to 
the subject or th: representative, in 
addition to a copy of the "short 
form." 

fc) An IRB may waive the 
requirement for the investigator to 
obtain a signed consent form for some 
or all subjects if it finds either: 

(I) That the only record linking the 
subject and the research would be the I 


consent document and the principal 
risk would be potential harm resulting 
fiorn a breach of confidentiality. Each 
subject will be asked whether the 


subject wants documentation linking 
the subject with the research, and the 
subject's wishes will govern; or 
(2) That the research presents no 
more than minimal risk of harm to 
suojccts and involves no procedures 
for which written consent is normally 

required outside of the research 

context. 


requirement i% waived, me fRB may 
icqyjre the investigator to provide 
subjects with a written statement 
regarding the research. 


§ 46 .118 Applications and 
proposals lacking definite plans for 
Irnolvemenf of human subjects. 

Certain types of applications for 
grants, cooperative agreements, or 
contracts are submitted to the 
Department with the knowledge: that 
subjects may he involved within the 


Approved For Release 2001/03/07 : CIA-RDP96-00788R001 5001 6001 0-9 






Approved For Release 2001/03/07 : CIA-RDP96-00788R0015001600t0-9 

45 cm 46 


Fage 1 1 


period of funding t but definite plain 
wduld not normally be sel forth in ihe 
application ot proposal. These 
include activities such as institutional 
type grams (including bloc grants) 
where selection of specific projects is 
die institution's responsibility; 
research training grants where the 
activities involving subjects remain to 
he selected; and projects ir which 
human subjects* involvement will 
cu'peiHi upon completion of 
iriMruments, prior animal .studies, or 
I'urification of compounds. These 
applications need not be reviewed by 
an 1KB before an award may be 
made. However* except for research 
described in § 46.101(b), no human 
subjects may be involved in any 
project supported by these awards 
until the project has been reviewed 
and approved by the IRB, as provided 
ir< these regulations, and certification 
Ajbnnted to the Department. 

§ 46. 1 19 Research undertaken 
without the intention of involving 
human subjects. 

In tin? event research (conducted or 
! umied by (he Department) is 
unde token without the intention of 
involving human subjects, but it is 
later proposed to use human subjects 
in the research, the research shall first 
be re view ed a n d approved h y an IRB, 
x, puAidcd in these regulations. 4 
cerwfieation submitted to the 
j )c pas (meat, .nut final approval given 
n. me proposed change by the 
{ V pari mein 

5 46.J20 K valuation and 
ck.s posit ion of applications and 
proposals. 

1 The Secretary will evaluate ali 
.i f cm nations and proposals involving 
hmrvn subjects submitted to the 
Department through such officers and 
employees of the Department and 
si, fc.ii experts and eonsuiiams as the 
Secretary determines to be 
appropriate This evaluation will take 
auo consideration the risks to the 
subjects, the adequacy of protection 
against these risks, the potential 
bene to* of the proposed research to 


the aubjt cn and others, and the 
importer of sbt knowledge to be 
gained . 

(b) On the basis of this evaluation, 
the Secretary may approve or 
disapprove the application or 
proposal, or enter into negotiations to 
develop -in .jpprovuble one. 

I 46.121 Investigational new drug 
or device .VTMbiy delay requirement. 

When an institution is required to 
prepare or to submit a certification 
with an application or proposal under 
these regulations, and the application 
or proposal involves an 
investigational new drug (within the 
meaning of 21 U.S.C, 355(0 or 
357(d)) or a significant risk device (as 
defined ia 21 CFR.812.3<m)), (he 
institution shall identify the drug or 
device in die cciiification. The 
institution shall also slate whether the 
30-day interval inquired for 
mvestigauonai new drugs by 2 1 CFR 
3 12. Hat and tor significant risk 
devices bv M Cl R Ml 2. 30 has 
elapsed. whemer the Food and 
Drug Admmisii a 'ion has wuised that 
requirement tf the U) day interval 
has cvpiieo, die msnn’tion shall state 
whet hot tie 1 cuhJ and Drug 
Administrarnm has requested that the 
sponsor continue to withhold or 
restrict the use of the drug or device 
n human subjects, [f the 30 dav 
interval has run expired, and a waiver 
has not been received, the ins fiat lion 
shall semi a .statement to the 
Department up ; a expiration of die 
interval Hie Department will not 
consider a certification acceptable 
until the institution ha> submitted a 
siuviiient that the Vu day interval has 
elapsed, and Uur FomJ and Drug 
Admimsciatuw l.m not requested it to 
limit the use »>t the drug or device, or 
that the Food ;nd Drue 
Administration ha^ waived the 30-day 
interval 

§ 4tv.ii22 l-sc oi j tdcral ft* mis. 

Federal MimiI'. .td-mnisierril bv *h • 
Department mas m.i be etpended tor 
rcsearcii rnsiilviig hum m subjects 
unless die rcouuermm of these 


regulations, including all subparts of 
these regulations, have been satisfied. 

5 46J23 Early termination of 
research funding; evaluation of 
subsequent applications and 
proposals. 

(a) The Secretary may require that 
Department funding for any project 
he terminated or suspended in the 
manner prescribed in applicable 
piogram requirements, when the 
Secretary finds an institution has 
materially failed to comply with the 
terms of these regulations. 

(b) In making decisions about 
funding applications or proposals 
covered by these regulations the 
Secretary may take into account, in 
addition to all other eligibility 
requirements and program criteria, 
factors such as whether the applicant 
has been subject to a termination or 
suspension under paragraph (a) of this 
section and whether the applicant or 
the person who would direct the 
scientific and technical aspects of an 
activity has in the judgment of the 
Secretary nmterkJiy failed to 
discharge responsibility For tine 
protection of the rights and welfare of 
human subjects (whether or not 
Derailment funds were involved). 

§ 46.124 Conditions. 

With respect to any research 
project or any class of research 
projects the Secretary may impose 
additional conditions prior fo or at the 
rune of funding when in the 
Secretary’s judgment additional 
conditions arc necessary for the 
protection of human subjects. 

Sithoari B Additional Protections 

Pertaining to Research 
Uc% dnptnenl, and Related 
'Activities involving Fetuses* * 
Pregnant Women* and Human lit 
Vitro Fertilization’ 

Vvifvtr 40 FR m:K Auj* X, p/M, A} FR. 
} 7 SH. h.nur : j S , I'm, 4} f R 
51 SSV, Vivcmncr 3. pm 

!? *46.201 Applicability. 

Uu Ihe Terulation^ in tins subpart 
mr afipl.cablc to ail Department of 
Hc.dth. F ducat ion. and Welfare 
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1 grants and contract supporting 
research, development, and related 
activities involving; ( I) The ictus. t2) 
pregnant women, and < 3 j human in 
vino fertilization, 

(b) Nothing in this subpart shall be 
construed as indicating that 
compliance with the procedures set 
forth herein will in any way render 
inapplicable pertinent State or local 
laws bearing upon activities covered 
by this subpart. 

(c) The requirements of this 
subpart are in addition to those 
imposed under the other subpans of 
this part. 

§ 46,202 Purpose. 

ft is the purpose of this .subpart 10 
provide additional safeguards in 
reviewing activities to which this 
subpart is applicable to assure that 
they conform to appropriate ethical 
uai.vlards and relate to important 
societal needs. 

i 46.293 Definitions, 

As used in this subpart: 

(a) * 'Secretary ” means rac 
Secretary of Health, Education, and 
Welfare and any other offtcet or 
employee of the Department of 
Health, Education, and Welfare in 
whom authority has been delegated 
<b) “Pregnancy *' encompasses the 
period of time from confirmation of 
implantation (through any of the 
presumptive signs of pregnancy, such 
a:, missed menses, or by a medically 
acceptable pregnancy test), until 
expulsion or extraction of the fetus 
(c) “Fetus” means the product of 
conception from the time of 
implantation (as evidenced by any of 
the presumptive signs of pregnancy, 
such as missed menses, or a 
medically acceptable pregnancy lest), 
until a determination is made, 
following explosion or extraction of 
die fetus, that it is viable. 

(dl “Viable” as it pertains to the 
te'u.s means being able, after either 
sp nuaneous or induced delivery, to 
survive (given the benefit of available 
medical therapy) to the point of 
independently maintaining heart 


heat and re spit at ion The Secretary 
may from time u> tune. taking into 
account medical juJkanees, publish in 
the F ennui. R iiuisier guidelines 
to as so,! in determining whether a 
fetus is \;abk- for purposes of this 
sub pari if a fetus is viable after 
delivery, a is & premature infant 

(c) “Nonviable fetus” means a 
Ictus t>\ L iero which, although living, 
is not viable 

(0 “Dead tetus” means a fetus rx 
ui?rii which t ihibits neither 
heartbeat. spontaneous respiratory 
activity, spontaneous movement of 
voluntary muscles, nor pulsation of 
the umbilical cord (if still attached). 

(g) “//i vitro fertilization” means 
any lertiii/atioQ pt human ova which 
occurs outside the bexly of a female, 
either through admixture of donor 
human sperm and eva or by any other 
mean s. 

§ 46,2 M Ethical Advisory" 

Board** > 

(a> One or mure Ethical Advisory 
Hoard* shul! La established by the 
Secretary. Members of these boartl(s) 
shall be so selected that the hoard! s) 
will be competent to deal with 
medical, legal, social, ethical, and 
related issues and may incllude, for 
example, research scientists, 
physicians, psychologists, 
sociologists, educators, lawyers, and 
ethicists, as well as representatives of 
the general public. No board member 
may be a regular, full time employee 
of the Department of Health, 
Educuton, ami Welfare. 

(b) At th. tcqucM of the Sccrctaiy, 
the Ethical Advisory Board shall 
render ulvu e consistent with the 
policies and requirements of this Pan 
as to ethical issues, involving 
activities covered b\ this subpart, 
raised by individual applications or 
proposals In addition, upon request 
by the Secretary . the Board shall 
render advice as to classes of 
applications or proposals and general 
policies, guidelines, and prtHrcdiirex. 

(c) A Board u;av establish, with 
the approval of the Secretary, classes 
o" applications o? proposals which: 


(I) Must be submitted to the Board, 
or (2) need not be submitted to the 
Board. Where the Board so 
establishes a class of applications or 
proposals which must be submitted, 
no application or proposal within the 
class may be funded by the 
Department or any component thereof 
umil the application m proposal has 
been reviewed by the Board and the 
Board has rendered advice sis to iu 
acceptability from an ethical 
standpoint 

(d) No application or proposal 
involving human in vitro fertilization 
may be funded by the Department or 
any component thereof until the 
application or proposal has been 
reviewed by the Ethical Advisory 
Board and the Board has rendered 
advice as to it* acceptability from an 
ethical standpoint. 

i 46.2US AdtfitiMaJ duties of t$* 
lartlfudotml SUurltw Board* in 
connect i»m with activities 
involving fetuses, pregnant 
women, or Burmin in vitro 
fertilization' 

(a) In addition to the 
responsibilities prescribed for 
Institutional Review Boards under 
Subpart A of this part, the applicant's 
or offeror's Board shall, with respect 
to activities covered by ibis subpail, 
carry out the following additional 
duties: 

(U Determine that all aspects of 
the activity meet the requirements of 
this subpart. 

(2) Determine that adequate 
consideration has been given to the 
manner in which potential subjects 
will be selected, and adequate 
provision has been made by the 
applicant or offeror for monitoring 
the actual informed consent process 
(eg*. through such mechanisms, 
when appropriate . as participation by 
the Institutional Review Board or 
subject advocate* in: (i) Overseeing 
the actual process by which 
individual convert".* required by this 
subpart arc secured cither by 
approving induction of each 
individual into ihc activity or 
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verifying, perhaps through sampling, 
. . approved procedures for 
i induction of individuals into the 
activity are being followed, and (ii) 
monitoring the progress of the 
activity and intervening as accessary 
through such steps as visits 10 the 
activity site and continuing evaluation 
lo determine if any unanticipated 
risks have arisen); 

13) Carry out such other 
responsibilities as may be assigned by 
the Secretary, 

<l>) No award may be issued until 
the applicant or offeror has certified 
to the Secretary that the Institutional 
Review Board has made the 
determinations required under 
paragraph (a) of this section and the 
Secretary has approved these 
determinations, as provided in 
§ 46.120 of Subpan A of this part. 

<c) Applicants or offerors seeking 
support lor activities covered by this 
Mibpart must provide for the 
designation of an Institutional Review 
O.mJ. subject to approval by me 
Secretary, where no such Board has 
beer: established under Subpart A of 
ihis pm. 
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for terminating the pregnancy solely 
m the interest of the activity. 

ib) No inducements, monetary or 
otherwise , may h c offered to 
terminate pregnancy for purposes of 

fhc activity 

IWHM.v.v * u ,. 4 . ,gs Ji „ amtlHk!iJ{ 

^0 f R ,\Juy)K {y 1 V 7 * ) 


* 46 206 ^«i«cral limitation?. 

No activity to which this 
suhpart is applicable may be 
undertaken unless: 

H Appropriate studies on uninjab 
• >:d nonpregnant individuals have 
been completed; 

f..l Except where the purpose of 
die activity is to meet the health 
nce.N of the mother or she particular 
,hc ri ^ «o the fetus ,s minimal 
a,UJ m ^ CJSCS » is the least possible 
ml tor achieving the objectives of 
iftc activity . 

i ■; individuals engaged in the 
U'.-Iiviiv Will have no part in: (i) Any 
decisions as to the timing, method, 
mu: procedures used to terminate the 
pregnancy, and (ii) determining the 
vianiltty of the fetus at the 
termination of the pregnancy; and 
H) No procedural changes which 
rruv cause greater than minimal risk 
k ‘ t!:c lclus or the pregnant woman 
vUI bc introduced into the procedure 


ii 4 6.207 Activities directed 
toward pregnant women us 
snbjecis. 

(a) No pn gniMt woman may he 
involved as a subject in an activity 
covered by i Jus '.ubpari unless: (|) 
The purpose of the activity is to meet 
the health needs of the mother and the 
fetus will he placed at risk only to the 
minimum extent necessary to meet 

such nca,s - '» O) the risk to the Ictus 
ts minimal. * • 

(b) An activity permuted under 
paragraph (at of this section may he 
conducted only if the mother and 
lather are legally competent and have 
given their odor met) consent alter 
having been fully informed regarding 
possible impact on the fetus, except' 
mat the lather’s informed consent 
r ‘ced not lx; secured if: (i; U )e . 
purpose of the activity , s to meet the 
wealth needs of the mother; (2) his 
identity or whereabouts cannot 
reason, ably be ascertained, (3) he is 
not reasonably available; or i4) the 
pregnancy resulted from rape. 


father are legally competent and have 
given their informed consent, except 

131 the fa,hcr s consent need not be 
secured if: (I) His identity or 
whereabouts cannot reasonably be 
ascertained, (2) he is not reasonably 

available, or (3) the pregnancy 

resulted from rapt. 


§ 4b.20ti .-U’tuiufs directed 
Umurd id u«fH In utero m 
?»uhjri't.s. 

lU) Nl> "» i'trro may be 

involved as a subject m any activity 
covered by dns subpart unless- ( I i 
raepu.po*.. of the activity is to mcc , 

‘V!f J f :hXil ' r ' ,: ’ C f’ arlic,i! *» fetus 

‘ irul ti,c bc placed at risk 

only to the minimum extent necessary 
lo meet suci, needs, or (2) t t u - risk lo 
tie fetus .moose, | by f}, ? research is 
minimal and the purpose of the 
ac “ vi, >' ’•* development of 
miportam h,..,„cd,o a | knowledge 

mcwl CJ,U '" ! h ° of>,i " nc ‘ J by other 

( *1 Art actnttv permuted under 
Pantgraph tut of ,t„s section ,„av be 
conducted onl> if ti, ( . mother and 


f 46,209 Activities directed 
toward fetuses ex utero, 
inducting mmviable fetuses, as 
subjects. 

i^i) Until it has been ascertained 
whether or not a fetus ex utero it 
viable, a fetus ex utero may not be 
involved as a subject in an activity 
covered by this subpart unless: 

( 1) There will be no added risk to 
ihe fetus resulting from the activity, 
and the purpose of the activity j* the 
development of important biomedical 
knowledge which cannot be obtained 
by other means, or 

(2) The purpose of the activity i s to 
enhance the possibility 0 f survival of 
the particular fetus t0 the point of 
viability. 

No nonviabl; fetus may be 
involved as a subject in an activity 
covered by this subpan unless: 

«)) Vital functions of the fetus will 
not be artificially maintained, 

<2) Experimental activities which 
of themselves would terminate the 
bean beat or respiration of the fetus 
will not be employed, and 

O) ] he purpose of the activity is 
the development of important 
biomedical knowledge which cannot 
he obtained by other means. 

JO In the event the fetus er utero 
is found to be viable, it may be 
included as a subject in the activity 
oniv ,0 !hc e*tcnt permitted by and in 
•uxo, dance with the requirements of 
other subparts of this pan. 

<<D An activity permitted under 
Paragraph fa) or fb> of this section 
Wa ; condcrcrcd only if the mother 
and father are legally competent and 
h;,vc S ,v *n «heir informed consent 
C *" qn lhlf father’s informed 
consent need not be secured if: (!) his 
n entry or whereabouts cannot 
reasonably be ascertained, (2) he is 
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aU prisoner* and immune from 
\ ariiiMafy .intervention by prison 
t auilnwines or prisoners. Unless the 
principal investigator provides to the 
Board justification in writing for 
following some other procedures, 
control subjects, must be selected 
randomly from the group of available 
prisoners who meet the characteristics 
needed for that particular research 
project: 

f3) The information is presented in 
language which is understandable to 
the subject population; 

(hi Adequate assurance exists that 

patpltf m .IB to, 

account a priioner’s partidpstlon in 
it ic research if? making decisions 
regarding parole, a ad each prisoner h 
clearly informed in advance that 
panivv.pation in the research will have 
m> effect on his or her parole, and 

<7? Where (he Board finds there 
o Mv be a need for (olio w* up 
examination or cure of participants 
after the end of the^r participation, 
adequate provision has been made lor 
Mich examination or care* taking into 
accojr: the varying lengths of 
individual prisoners* sentences and 
f oi informing participants of this fact 

The Board shall carry out such 
ouirr duties as may be assigned by 
the Secretary- 

\c) The institution shall certify to 
Vw Secretly, ?n such form aru.i 
man: ici' as the Secretary may rcijime, 
di;i the duties of ihc Board under this 
section have been fulfilled. 

4 *i 6 . ) IX* Pftrmi t ted retem re 1 1 

involving prisoner*.* 

(.<) Biomedical or behavioral 
research conducted or supported by 
DHl:W may involve prisoners as 
subjects only if; 

{ I \ The institution responsible for 
die. conduct of the research has 
canned to the Secretary that the 
hvmuuionai Review Board has 
approved the research under § 46.305 
t>f 6 ms subpart; and 

(?) In the judgment of the 


Secretary the proposed research 
involves solely the following: 

(A) Study of (he possible causes* 
effects* and processes of 
incarceration* and of criminal 
behavior, provided that the study 
presents no more than minimal risk 
and no more than inconvenience to 
(he. subjects; 

(B) Study of prisons as institutional 
structures or of prisoners as 
incarcerated persons, provided that 
the study picsents no more than 
minimal risk and *u> more than 
inconvenience to (he subjects; 

iC) Research on conditions 
particularly affecting prisoners as a 
class (for example, vaccine trials and 
other research on hepatitis which is 
much moa pievaicnt in prisons than 
elsewhere; ami icswirch on social and 
psychological problems such as 
alcoholism, drug addiction and sexual 
assaults) provided that the study may 
proceed only ;mui (he Secretary has 
consulted with appropriate experts 
including experts m penology 
medicine and ethics, and published 
notice, in the In.ru.ut Rcgimlh, 
of his intent fu hjmovc such research, 
or 

lD) Research on practices, both 
irnovutive and accepted, which have 
the intent and reasonable probability 
of improving the health or well* 
being of the Mibjtvc. in cases in 
which those Minfies require I he 
assignment of prisoners m u man net 
consistent will? protocols approved by 
the JRB to comtoi groups which may 
not benefit from rhe research* the 
study may proceed only alter (he 
Secretary has consulted with 
appropriate expert', including experts 
in penology medicine and ethics, and 
p u hits 1 1 ed n i ■ u c r , t n : 1 ,e i : y t * i r \ \ . 

R cc/sifk, of his m;evu to approve such 
research 

lb i Except as provided m 
paragraph ws> t.»f rho section . 
biomedical or behavioral research 
conducted or sup polled bv UHEW 
shall not invoice pn\uneix as 
subjects. 


D-^AdiUtiMtti Protocttau 
tm CfcUdrai hrrofo ml m Sasfcjtaete I# 

Source *8 FR *8tlk March 3, \m 

8 44,4®! To wbttt do thm 
regulations 

(a) This subpm applies to ali 
research involving children as 
subjects* conducted or supported by 
the Department of Health and 
Human Services, 

(1) This includes research 
conducted by Department 
employees, except that e&ch head of 
an Operating Division of the 
Department may adopt such 
nonsubstantive, procedural 
modifications m may be appropriate 
from an administrative standpoint, 

(2) It also includes research 
conducted or supported by the 
Department of Health and Human 
Services outside (he United States, 
but in appropriate circumstances* the 
Secretary may, under paragraph (e) 
of §46.10! of Subpart A, waive the 
applicability of some or all of the 
requirements of these regulations for 
research of this type, 

(b) Exemptions (!), (2) ( (5) md (6) 
as listed in Subpart A at §46 101(b) 
art applicable to this subpart. 
Exemption (4), research involving 
the observation of public behavior* 
listed at §46JGl(b), is applicable to 
this snbpart where the investigator^) 
docs nos participate in the activities 
being observed Exemption (3), 
research involving survey or 
interview procedures, listed at 

§46. 1 01(b) does not apply to research 
covered by this subpart. 

(c) The exceptions* additions,, md 
provisions for waiver ns they appear 
in paragraphs (c) through (i) of 
§46.101 of Subpart A arc applicable 
to this snbpart 

846,402 Ifcfi&itioas, 

T he definition? in $46,102 of 
Subpart A shall be applicable to this 
sub part as well. In addition, as used 
in this subpnrt: 
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" (a) “Cfeiidrm tt '*rc persons «thn ~ ‘ — — — - — _ ^ CFR 

haw not attained the legal age for procedure that is likely to § 46 407 e? , 

ss 'z:iT m ™ r rrr ^ -ESsEr* 

..." ,ne rese »rcn. under the -r«.. ■ . . opportunity t* .»»t* , 


ui procedure* 

involved i n the research, under the 
applicable law of the jurisdiction in 
which the research will be 
conducted, 

(b) ‘ Assent” mean* a child’s 
affirmative agreement to purticin »tr 
m research. Mere failure to object ' 
should not, absent affirmative 
agreetnem, be construed as assent. 

(c> ^ «^lMS«on ,, means the 

agreement of parent(s) or guardian to 
1C P ar ‘*c*pation of their child or 
Wi ‘rd in research. 

(d.) Parent" means a child’s 
biological or adoptive parent. 

W Guardian” means an 
individual who is authorized under 
applicable state or local law to 

i:o:lscm on behalf of a child to 
general medical care. 


(«) The risk is justified by the 
anticipated benefit to the subjects; 

<*>) i The relation of the anticipated 
r‘” cht to the risk 1 $ at least as 
avorablo to the subjects as that 
presented by available alternative 
approaches; and 

U ) Adequate provisions are ma de 
or soliciting the assent of the 
children and permission of their 

C” * UMims - » Kl ro«l. in 


mil duties. 

ln ad f 1 tbfl !t> OI hc-r responsibilities 

-signed to IRlJs under this p in 

'-‘ lch lRB s^il review research ’ 
covered by this subpart arj approve 
on.y research which satisfies the 
conditions of al] applicable sections 
of this subpart. 


8 46,404 R«*w:h mi . hmisiitp 
fctrofer tkm iniiniiit-ai li&k. 

HHS will conduce or fund 
research in which the JR I) finds that 
ho greater than minimal risk to 
children is presented, only if lhf , j KB 

‘ ,d ; V tha! ad c\fiiate provisions w 
<n idc tor soliciting the assent of she 
children and the permission of their 

946.405 Research bvolring greater 

css'iss; 

HHS will conduct or fund 
research in which the IRB finds that 

" U ' ,C ,han n,,nm,a! risk to children is 
presented by an intervention or 
procedure that holds out the 
pi osjKct of direct benefit for the 
individual subject, or by a 


946.406 Research involving greater 

er ™ k and «« prepect of 

Jt ^ ihdivltlual subjects, 
hut likeiy to yield gcorndizable 

nowiedRe about she subject’s disorder 
or emulation, 

l,HS . vvili induct or fund 

ies ZTre rh ^ ^ IRH '“ ,ds ^1 

„ ‘ than nuni «'al risk to children ,s 
i ^uted by an intervemioii or 

vc Zus^Vr 1 d ° C: ' ° 0t ™ ‘he 

Pr jSp V i 01 du <‘et benefit for <h c 
individual subject, or by it 

ST 1 !** vvhich is ** 

‘ Ki I > u> r'rmirihutc to the writ s . 

^! ,esubjwl - »«>yir«heiRurmd" 8 

JZ Thc fisk ^presents a minor 
t cr< '‘ ,v; °vcr minimal risk; 

, pn'serr ^ ir,te f or procedure 
1 P r * sens experiences to subjects th it 
are reasonably cnm„ 
th w. ;,o ' commensurate with 

, ,nh ‘‘ rcn ‘ •" their actual or 
s xjiectcd medical, dental, | 

or > 

„ “T™™ or procedure ? 

/ ^ } ? ° y |eld gencrali/ahie 4 

knowledge about thc subjects 1 ,l 

disorder or condition which i» G f a< 
Vlia! *m|H>niincc for the ^ 

understanding or amcliorarion of the W t 

bjtXIS ,1, ' sonicr <>r condition; and C 
for? / A " !e ‘ H ' JatC P rovi «'ons are made S 

, rsohmung assent of the ctuldrcn' IR 

1 l ^ rn,, “ ,w " nl their parents or ma 

gmtrdwns, as set forth in § 46.408. the 


- — w m-i fonts m 5 4 (> 408 #},* T 

thc children uivolvcd Thi 
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X mm Uy *° prereaL gr 

•n £rr: wiou * pr#b,cn * 

1 ^huc ° rwdf,reof chadr«. 

>.ited ?,,<S W|lt conduct or fund 

research that the IRB doe, not - 

tiTJn iUc s of • 

, e ? Vf T? 4, 46,403 ’ or 46 - 406 only if: 

(a) 1 he IRB find* that the research 

iade f u ^ mS “ rca50nabI ' opportunity to 
further the understanding, 

Prevention, or alleviation of a serious 

in P 't mKtin& thc },caJ,h or 
welfare of children; and 

(h) The Secretary, after 

consultation with a panel of experts 

o? !cicm t Tm^ diiCip5,n<!# (f ° r CMmple: 

, la w) education, ethics. 

‘ d fo,low,n 8 opportunity for 
he review and comment, has 
tier determined either: (I) That the 
research in fact satisfies the 
condition, of § § 46.404. 46.405, or 

,Jl f M a PPiicable, or (2) the 
is following; 

f’) 1 he research presents a 

“ opponunily m f un her .h. 

anc™„ onof , Mtjousi)n)b|mi 

J Itealtl, or welfare of 

g children; 

ln Ai) ra f rcscare h will be conducted 
«» ^cordance with sound ethical 
principles; 

On) Adequate provuionj a d 
for^ mgthe ^ mofch . idr ^ 

,‘ t P ernii ssion of their parents or 
guanfiaijs, as set forsh in § 46.408. 

5 44S.40« ReqtdroSeatt fot- 
peiroWo* fey parents or guardians 

f tmmt b T children. 

In addition to the 

*S*'™ ’‘W"* under o.her 
,f j ,Kn ,'hT. of ,h " ,ub P"'. 

. sba,! determine that 

f™ v " io " s •»« rn.do rot 

XJr*'***#, 

Si, ‘ "taker 

R R 0 0«00T 6 M-t“ d «™«. • 


